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(57) Abstract: 

PROBLEM TO BE SOLVED: To 
obtain a novel compound useful as 
the medicine, concretely as the 
acetylcholine esterase inhibitor, 
more concretely as the medicine for 
prevention, treatment and 
improvement of senile dementia, 
cerebrovascular dementia or 
attention deficit polyergic disorder. 

SOLUTION: This compound is 1- 
benzyl-4-[(5,6-dimethoxy)-2- 
fluoro-1- indanon]-2-yl]methyl 
piperidine, shown by the formula. It 
can be obtained by, e.g. fluorinating 
1 -benzyl-4-[(5,6-dimethoxy-1 - 
indanon]-2-yl]methyl piperidine and, 
if necessary, making the product 
into the salt. The desired 
fluorinating agents include N- 
fluorobenzenesulfoneimide, and 3- 
cyclohexyl-2-fluoro-2,3- dihydro- 
3-methyl-1 ,1 ~dioxide-1 ,2- 
benzisothiazole. This compound is 
effective against senile dementia, 
especially Alzheimer's disease type 
one. 
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y>xx?^~-«IMFSL 

[»3j&H3 ] 1-"^ > >?;U -4- [ ( 5 , ^ 

[ff^5 ] i_^>>?;l/-4-[(5,6-^^ h+^-l-O 
[( 5 , S-ls J b=¥ is -2-7 )1>*U-X-A>#S> )-2- A )l ] 

W s F, 3-^a^^>;i/-2-:7;l^u-2,3-^t: Fa 

-3-^ ^-i.i-^+v' F-i,2-^>x^ v^r 

£ /c^2-^ n-3 , ^ ;U-2 , F a-1,2--^ 

fB$SCDl-^< >>?;l/_4-[(5 ,6-^ r * is -2-7 Jl/^P-l- 

[0 00 1] 

^ffijPilKADHD, Attention Deficit Hyperactivity Dis 
ease)CD^|% ■ ■ 5fc#$»J£ LT, #S^Affiffi*ffi 
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Bulges, T-fe^n y>xx^^-42ffiSffJ<D*rSi3&i 

SKF^^l/ CDonepezil Hydrochloride, 1- 
> ^;l/-4-[( 5,6-^ >-l-W > # -/ > )-2-^ ;U ] 

y^tr^y^v • y><*?w CRiva 

stiqmine, N-X^;l/_N-^ ^;l/;*7;l/,K 5 >|$3-[1-(> ? .X 
5 y)x=P;l<]:7 ^^;U] % h ! J ? * r CMe 
10 trifonate, (2,2,2-h 'j^OD-l-b FP^^if 

>&S/-rf*;lO . f&mZZVls [Tacrine Hydrochlorid 
6,1,2,3,4-^ h^t: Fp-9-r^»;yt^>] > 
^I8#:7>£5> (Galanthamine HydrobromideD . ^ 
t^f^y$> [Neostigmine} , 7 4 > [ P 

hysostiqminej t££ififo%> Q 
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^r^Jl/ 1 , l-V * ^ f F (CASa^#-^ : [124170-2 3- 
6]), ^^SSSt F r J7WJ FCDAST, IU:[38 

078-09-0] ) , N , H-is X ;b -1 , 1 , 2 , 3 , 3 , 3-"\ * V Jl * 

a^ntfJur^XEJUKSI), ? *fb**. fF^T^ 
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^WCCttWAKf- h^t FC2^^>(THF) 4 1,2 
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(1) ^ffitttt^^JR^BWiffl^i. 

(2) ^-feSf***^^^*. 

[0017] t*c^*«W*ft#W«:8i?li-S-syfci?>, « 

HKesnft^c4»»9*r fettle 

[0018] Hife^l l-^>^JU_4-[(5,6^^ 
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[0 020] ttT©S«aBW»H*TtT o/c 0 l-^> 
^;l/_4-[( 5 ,6-^y h+^-l->T>^>'>)-2-Y;U]^^ 
;l/f^y^> 0.20q(0.53mmol)^7^ h ^ t FU77>(T 
HF) lOnlCCjgJBU -78°CCC^t^ l.OW-y^^A- t* 
X(h yy^*/y^)TS F/THRgM 0.63ml (0.63mmo 
l)^rffiAL//c e 455>ra^r-78 o C^6-20 o C^-C#^U 
/dS, W^-78°CCc^ii)L, iNj-^;i/^P^>-fe'>^;i/^ 

W ^ F 0.25q(0.79mmol)C7)THF 2ml7g^^i$A L /c Q - 

foS{tr>- : e^^A7k^30mi^Jn^, gt^x^;U30mi 

CCrflJtliL'/c 0 W^H^fiSffiffifb^h y^A*^30ml 
^'J^^7A^P7^77 ^ -(NH-->y fttf)l> ; 
<D«mt^«©«l# 0.16q*f#fc o <lR* ; 76%) 

[0021] mmw : 

1 H-NN«(270^z f C B Db) ; <^ (ppm) 1. 35-1. 70(6H,m), 1,8 
4(2H,m), 2.14(lH,m), 2.79(2H,m), 2 .86(lH,dd, 3=13 . 5 
Hz,3=17Hz), 3.03(lH,dd 1 3=17Hz,D=22H2), 3.21(3H t 
S), 3.27(3H,s), 3.33(2H,s), 6.20(lH,s), 7.11-7.23 
(4H,mX 7. 36(2H,d, 3=7. 1Hz). 
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[0023] ffi&ifi : 
WL* ; 170-172 °C . 

^NMRC^OKWz.CDCla) ; 8 (ppm) 1.73-2. 24(7H,mX 2. 
60-2.77(2H,m), 3.15-3.37(2H,m), 3 . 39-3 . 52(2H, m )> 
3.90(3H,s), 3.98(3H,s), 4.16(2H t d, 3=4.4Hz) v 6.82(1 
H.sX 7.14(lH,s), 7.40-7. 50(3H,m), 7. 58-7.65(2H, 
m) v 12.10(lH,bs). 
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erstone.R.M. , (1961) , Biochem. Pharmacol . , 7 ,88^-95. 
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